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Food and Drug Administration
Rockville MID 20857

SP 04P-0136/CP1

Intervet, Inc.

Attention: S. Lee Whaley, MS

Manager, Regulatory Affairs - Pharmaceuticals
405 State Street

P.O. Box 318

Milisboro, DE 19966-9906

Dear Mr. Whaley:

We refer to your Suitability Petition filed March 18, 2004, in which you requested
permission to submit an abbreviated new animal drug application (ANADA) for a generic
product with a change in strength from that of an approved new animal drug. The
proposed pioneer product is Schering-Plough Animal Health’s Nuflor® (florfenicol)
Injectable Solution which is intended for use in cattle excluding veal calves and female
dairy cattle 20 months of age or older (NADA 141-063).

Your proposed product differs from the pioneer product in strength. The proposed
generic product is a liquid solution, which can be administered intramuscularly or
subcutaneously, as is the pioneer. The proposed generic product is intended to deliver the
same amount of active ingredient per pound of body weight, and is intended for
individual animal treatment, as is the pioneer.

Change in strength is one of the five variances in the pioneer product which can be
considered through a Suitability Petition under section 512(n)(3) of the Federal Food,
Drug, and Cosmetic Act (FFDCA), as amended. We are required to approve the petition
unless we determine that investigations must be conducted to establish the safety and
effectiveness of the proposed generic product.

Your Suitability Petition is approved. Approval of the Suitability Petition does not alter
the requirements for approval of the ANADA, nor assure approval of the ANADA.
Please include a copy of this letter in your generic application.

An in vivo bioequivalence study to demonstrate bioequivalence between the pioneer and

the generic products will be required. We recommend that you submit protocols for our
evaluation before initiating any studies.
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Hrng DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

March 18, 2004

Carl K. Johnson, AM, DVM
Intervet, Inc.

405 State Street

P.O. Box 318

Millsboro, Delaware 19966-9906

Dear Dr. Johnson:

Your petition requesting the Food and Drug Administration to permit the filing of
an abbreviated new animal drug application (ANADA) for Florfenicol Injectable
Solution, was received by this office on 03/18/2004. It was assigned docket
number 2004P-0136/CP 1 and it was filed on 03/18/2004. Please refer to this
docket number in future correspondence on this subject with the Agency.

Please note that the acceptance of the petition for filing is a procedural matter in
that it in no way reflects an agency decision on the substantive merits of the petition.

Sincerely,

Gloria Ortega

Division of Dockets Management
Office of Management Programs
Office of Management
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CIntervet

(302) 934-4385

16 March 2004

Dr. Lonnie Luther, Staff Chief (HFV-102)

C/O: Dockets Management Branch, HFA-305
Room 1061

5630 Fishers Lane

Food and Drug Administration

Rockville, MD 20852

RE: SUITABILITY PETITION FOR REVIEW ANb ACTION - FLORFENICOL
INJECTABLE SOLUTION

Dear Dr. Luther:

Please find enclosed a suitability petition for Agency review and action. Intervet
Inc. is requesting permission to file an abbreviated new animal drug application
(ANADA) for a generic florfenicol injectable solution that differs from the pioneer
product (Nuflor®; NADA 141-063) in strength (i.e., concentration) of the active
ingredient.

Your timely review of the enclosed petition will be greatly appreciated.

Please feel free to call (302-934-4385) or e-mail (lee.whaley@intervet.com) me
should you have any questions or if | can be of assistance.

’s. Uee Whaley, MS /

Manager, Regulatory Affairs — Pharmaceuticals
_ Intervet Inc.

Sincerely,

Enclosure
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Suitability Petition
Intervet Inc.
Florfenicol Injectable Solution for Cattle
16 March 2004

The undersigned submits this petition under Section 512(n)(3) of the Federal
Food, Drug, and Cosmetic Act to request the Commissioner of Food and Drugs
to permit the filing of an application for a generic florfenicol injectable solution
formulation that differs from the pioneer product (Nuflor®; NADA 141-063) in
strength of the active ingredient in the proposed drug product.

Action Requested

We are requesting that the Commissioner permit the filing of an Abbreviated New
Animal Drug Application (ANADA) for an injectable florfenicol solution for cattle
(trade name to be determined) that differs in strength from the pioneer product.
The ANADA will include a bioequivalence study. Our proposed product differs
from the pioneer product as follows:

Pioneer Product

Trade name
Nuflor® Injectable Solution (NADA 141-063)

Strength
30% florfenicol (wt/vol). Each milliliter contains 300 mg florfenicol.

‘Sponsor
Schering-Plough Animal Health Corporation.

Dosage

Nuflor injectable solution should be administered by intramuscular
injection to cattle at a dose of 20 mg/kg body weight (3 mL/100 Ibs). A
second dose should be administered 48 hours later. Alternatively, Nuflor
injectable solution can be administered by a single subcutaneous
injection to cattle at a dose rate of 40 mg/kg body weight (6 mL/100 Ibs).
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Proposed Drug Product

Trade name
To be selected

Strenath

45% florfenicol (wt/vol). Each milliliter contains 450 mg florfenicol.

Sponsor
Intervet Inc.

Dosage

The florfenicol injectable solution should be administered by
intramuscular injection to cattle at a dose of 20 mg/kg body weight (2
mL/100 Ibs). A second dose should be administered 48 hours later.
Alternatively, the injectable solution can be administered by a single
subcutaneous injection to cattle at a dose rate of 40 mg/kg body weight
(4 mL/100 Ibs).

Statement of Grounds

The proposed generic product contains the same active ingredient and will be
labeled with the same indications, recommended dose rates, precautions and
warnings as the approved pioneer product. The route of administration
(intframuscular or subcutaneous injection) and the dosage form (injectable
solution) are the same.

An injectable florfenicol solution formulation that has a greater strength of
florfenicol than the pioneer product will be successful in administering the
required amount of the antibiotic in a reduced volume, potentially decreasing the
number of injection sites. While this product has a change in strength of the
active ingredient compared {o the pioneer, the dose of florfenicol administered
per kilogram body weight is the same as the pioneer product.

Environmental Impact

Intervet Inc. requests a categorical exclusion under 21 CFR 25.33(d)(5) from the

requirements to file an environmental impact assessment, as the drug is intended
for use under veterinary prescription or veterinarian’s order for therapeutic use in

a terrestrial species.

Economic Impact

Information pertaining to the economic impact of this petition will be submitted if
requested by the Commissioner.
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Differences Between Pioneer and Proposed Generic Product Labeling

The changes in the labeling noted below may not be placed in the same areas as
they are located on the pioneer product. The changes noted will be reflected in
the proposed drug product’s labeling in an appropriate manner so that it is clear
and readily understood by the end-user. Please see the attached proposed
labeling.

References to “Nuflor® Injectable Solution” will be changed to “florfenicol” or to
the new brand name as appropriate throughout the labeling.

The Nuflor name and logo will be removed and replaced with the new brand
name and logo throughout the labeling.

References to “300 mg/mL” will be changed to indicate the product contains “450
mg/mL” florfenicol.

The product number will be changed.
The NADA number will be changed.
The sponsor information will be changed.

Under Description:
Changes in the formulation constituents of the pioneer will be appropriately
reflected in the generic product labeling. Each milliliter will contain “450 mg
of florfenicol”.

Under Dosage and Administration:
The text of this section of the label will be changed to reflect the 450 mg/mL
formulation and 2 mL/100 Ibs or 4 mL/100 Ibs dosage, as appropriate.

Certification
Intervet Inc. certifies that this suitability petition contains all information known to
them that is unfavorable to the petition.

76 e L
Carl K. JoMnson, AM, DVM Date

Director, Product Development and

Regulatory Affairs — Pharmaceuticals

Page 3 of 3



\ ‘ro;ovsfe;a Genenc Labeling |

e
\,\‘;«» B



o~

poenpy

PROPOSED GENERIC PRODUCT LABELING

NADA No. XXX-XXX, Approved by FDA (NOTE: NADA # to be determined)
intervetinc. -

XXX ml. Multiple-Dose Vial [NOTE: Vial size(s) to be determined]

“TRADENAME” INJECTABLE SOLUTION 450 mg/mi
(Florfenicol)

For intramuscular and subcutaneous use in cattle only.

CAUTION: Federal law restricts this drug to use by or on the order of a licensed
veterinarian. ' ‘

DESCRIPTION: “TRADENAME” Injectable is a solution of the synthetic
antibiotic florfenicol. Each millimeter of sterile “TRADENAME?” Injectable Solution
contains 450 mg of florfenicol (NOTE: Excipients to be determined).

CLINICAL PHARMACOLOGY: The pharmacokinetic disposition of florfenicol
injectable solution was evaluated in feeder calves following single intramuscular
administration at the recommended dose of 20 mg/kg. Florfenicol injectable
solution was also administered intravenously to the same cattle in order to
calculate the volume of distribution, clearance, and percent bioavailability’
(Table 1).

TABLE 1. Pharmacokinetic Parameter Values for Florfenicol following IM
Administration of 20 mg/kg Body Weight to Feeder Calves (n=10).

Parameter Median [Range
Cwmax (Hg/mL) “ o 3.07* 1.43 - 5.60
Tmax (hr) 3.33 10.75-8.00
TY2, (hr) _ ’ 18.3* 8.30-44.0
AUC (pgemin/mL) | 14242 3200 - 6250
Bioavailability (%) 78.5 59.3 - 106
Vdss (Ltkg)™ | 0.77 [0.68 - 0.85
Cl (mL/min/kg)™* ‘ 3.75 3.17 - 4.31

* harmonic mean

** mean value

*** following [.V. administration

Cuax Maximum serum concentration

Tuax Time at which Cyax is observed

TY2 Biclogical half-life

AUC Area under the curve

Vdgs Volume of distribution at steady state
Cl, Total body clearance



Florfenicol was detectable in the serum of most animals through 60 hours after
intramuscular administration with a mean concentration of 0.19 pg/mL. The
protein binding of florfenicol was 12.7%, 13.2%, and 18.3% at serum
concentrations of 0.5, 3.0, and 16.0 pg/mL, respectively.

MICROBIOLOGY: Florfenicol is a synthetic, broad-spectrum antibiotic active
against many gram-negative and gram-positive bacteria isolated from domestic
animals. It is primarily bacteriostatic and acts by binding to the 508 ribosomal
subunit and inhibiting bacterial protein synthesis. In vitro and in vivo activity has
been demonstrated against commonly isolated bacterial pathogens involved in
bovine respiratory disease (BRD), including Pasteurella haemolytica, Pasteurella
multocida, and Haemophilus somnus, as well as against commonly isolated
bacterial pathogens involved in bovine interdigital phlegmon including
Fusobacterium necrophorum and Bacteroides melaninogenicus.

The minimum inhibitory concentrations (MICs) of florfenicol for BRD organisms
were determined using isolates obtained from natural infections from 1990 to
1993. The MICs for interdigital phlegmon organisms were determined using
isolates obtained from natural infections from 1973 to 1997 (Table 2).

TABLE 2. MIC Values* of Florfenicol Against Bacterial Isolates From Natural
Infection of Cattle '

Organism Isolate MICsp** MICgo**
Numbers  {(ug/mlL) (Hg/mL)
Pasteurella haemolytica 398 10.50 1.00
Pasteurella multocida 350 " 10.50 0.50 »
Haemophilus somnus 166 10.25 0.50
Fusobacterium necrophorum 33 0.25 10.25
Bacteroides melaninogenicus 20 10.25 0.25

* The correlation between the in vitro susceptibility data (MIC values) and clinical response has
not been determined.
**The minimum inhibitory concentration for 50% and 90% of the isolates.

INDICATIONS: “TRADENAME” Injectable Solution is indicated for treatment of
bovine respiratory disease (BRD) associated with Pasteurella haemolytica,
Pasteurella multocida, and Haemophilus somnus, and for the treatment of bovine
interdigital phlegmon (foot rot, acute interdigital necrobaciliosis, infectious
pododermatitis) associated with Fusobacterium necrophorum and Bacteroides
melaninogenicus. Also, it is indicated for the control of respiratory disease in
cattle at high risk of developing BRD associated with Pasteurella haemolytica,
Pasteurella muffocida, and Haemophilus somnus.



RESIDUE WARNINGS: Animals intended for
human consumption must not be slaughtered
within 28 days of the last intframuscular treatment.
Animals intended for human consumption must
not be slaughtered within 38 days of
subcutaneous treatment. Do not use in female
dairy cattle 20 months of age or older. Use of
florfenicol in this class of cattle may cause milk
residues. A withdrawal period has not been
established in preruminating calves. Do not use
in calves to be processed for veal.

WARNINGS: NOT FOR HUMAN USE. KEEP OUT OF REACH OF
CHILDREN. This product contains materials that can be irritating to skin and
eyes. Avoid direct contact with skin, eyes, and clothing. In case of accidental
eye exposure, flush with water for 15 minutes. In case of accidental skin
exposure, wash with soap and water. Remove contaminated clothing. Consult a
physician if irritation persists. Accidental injection of this product may cause local
irritation. Consult a physician immediately. The Material Safety Data Sheet
(MSDS) contains more detailed occupational safety information.

For customer service, adverse effects reporting, and/or a copy of the MSDS, call
XXX-XXX-XXXX. (NOTE: Phone number to be determined.]

CAUTION: Not for use in cattle of breeding age. The effects of florfenicol on
bovine reproductive performance, pregnancy, and lactation have not been
determined. Intramuscular injection may result in local tissue reaction which
persists beyond 28 days. This may result in trim loss of edible tissue at
slaughter. Tissue reaction at injection sites other than the neck is likely to be
more severe.

ADVERSE EFFECTS: Inappetance, decreased water consumption, or diarrhea
may occur transiently following treatment.

TOXICOLOGY: A 10X safety study was conducted in feeder calves. Two
intramuscular injections of 200 mg/kg were administered at a 48-hour interval.
The calves were monitored for 14 days after the second dose. Marked anorexia,
decreased water consumption, decreased bodyweight, and increased serum
enzymes were observed following dose administration. These effects resolved
by the end of the study. /

A 1X, 3X, and 5X (20, 60, and 100 mg/kg) safety study was conducted in feeder
calves for 3X the duration of treatment (6 injections at 48-hour intervals). Slight
decrease in feed and water consumption was observed in the 1X dose group.
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Decreased feed and water consumption, bodyweight, urine pH, and increased
serum enzymes, were observed in the 3X and 5X dose groups. Depression, soft
stool consistency, and dehydration were also observed in some animals (most
frequently at the 3X and 5X dose levels), primarily near the end of dosing.

A 43-day controlled study was conducted in healthy cattle to evaluate effects of
florfenicol injectable solution administered at the recommended dose on feed
consumption. Although a transient decrease in feed consumption was observed,
florfenicol injectable solution administration had no long-term effect on body
weight, rate of gain, or feed consumption.

DOSAGE AND ADMINISTRATION: For treatment of bovine respiratory
disease (BRD) and bovine interdigital phlegmon (foot rot): “TRADENAME”
Injectable Solution should be administered by intframuscular injection to cattle at
a dose rate of 20 mg/kg body weight (2 mL/100 Ibs). A second dose should be
administered 48 hours later. Alternatively, “TRADENAME” Injectable Solution
can be administered by a single subcutaneous injection to cattie at a dose rate of
40 mg/kg body weight (4 mL/100. Ibs). Do not administer more than 10 mL at
each site. The injection should be given only in the neck.

NOTE: Intramuscular injection may result in local tissue reaction which persists
beyond 28 days. This may result in trim loss of edible tissue at slaughter. Tissue
reaction at injection sites other than the neck is likely to be more severe.

For control of respiratory disease in cattle at high-risk of developing BRD:
“TRADENAME” Injectable ' Solution should be administered by a single
subcutaneous injection to cattle at a dose rate of 40 mg/kg body weight (4
mL/100 Ibs). Do not administer more than 10 mL at each site. The injection
should be given only in the neck.

&L

“TRADENAME” Dosage Guide
ANIMAL WEIGHT (lbs) IM “TRADENAME” Dosage SC “TRADENAME” Dosage
2.0 mL/100 Ib Body Weight (mL) | 4.0 mL/100 Ib Body Weight (mL)
100 2.0 e 4.0
200 4.0 1 8.0
300 6.0 120
400 8.0 , 16.0
- 500 ] 10.0 , 20.0
600 , 12.0 1 24.0
700 V 14.0 - 28.0
800 16.0 P 32.0
900 18.0 36.0
1000 - 20.0 - ‘ 40.0
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Recommended Injection Location (NOTE: Picture of cow and syringe showing
recommended injection location will be inserted as pictured on pioneer label.)

| Do not inject more than 10 mL per injection site |

Clinical improvement should be evident in most treated subjects within 24 hours
of initiation of treatment. If a positive response is not noted within 72 hours of
initiation of treatment, the diagnosis should be re-evaluated.

STORAGE CONDITIONS: Store between 2°-30°C (36°-86°F). Refrigeration is
not required. The solution is XXXXX to XXXXX colored (Note: Color to be
determined). Color does not affect potency.

HOW SUPPLIED: “TRADENAME” Injectable Solution is packaged in XXX mL
glass sterile multiple-dose vials. [Note: Vial size(s) to be determined.]

REFERENCE: 1. Lobell RD, Varma KJ, et al. Pharmacokinetics of florfenicol
following intravenous and intramuscular doses to cattle. J Vet Pharmacol Therap.
1994; 17:253-258.

@ T ——

Intervet
Distributed by:
INTERVET INC.

Milisboro, DE 19966
Made in “XXXX” (Note: to be determineq)
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PRODUCT
INFORMATION'

F-19659143
ADA #141-063, Approved by FDA.

Nuflor
(FLORFENICOL)

Injectable Solution
300 mg/mL

For Intramuscular and
Subcutaneous Use in Cattle Only.

CAUTION: Federal law restricts this drugto use by or an
the order of a licensed veterinarian.

DESCRIPTION: NUFLOR Injectabie is a solution of the
synthetic antibiotic florfenicol. Each milliliter of sterile
NUFLOR Injectable Solution contains 300 mg-of florfeni-
col, 250 mg n-methyl-2-pyrrolidone, 150 mg propylene
tycol and polyethylene glycol g.s.
CLINICAL PHARMACOLOGY: The pharmacokinetic dis-
position of NUFLOR Injectable Solution was evaluated in
feeder calves following Single intramuscular administra-
tion at the recommended dose of 20 mg/kg. NUFLOR
Injectable Soiution was also administered intravenously
to the same cattle in arder ta calculate the volume of dis- *

tribution, clearance, and percentbioavailabiiity' (Table 1). :

TABLE 1. Pharmacokinetic Parameter Values for
Florfenicol Follawing IM Administration of
20 mg/kg Body Weight to Feeder Calves (n=10).

P: . Modian Range
Cmaxipg/ml) - 3.07* 143 - 560
Twmax (he) 333 0.75-8.00
T, fhr} 8.9+ 8.30-44.0
AUC (pgemin/mb) 4242 3200 - 8250
Bioavailahility (%) 785 58.3-108 .
Vdss {Likg)™** 0.77 0.58-0.85 °
Cle (mUUminfkg)*** 375 217-431
*haraenc mean Crenx M the curve
* maan valus ThAX Tm\- atwhich Cuax is observad Ydu Vo(unu of distribution atsteady stats
** following LV, administrabon  T'h Biclogical half-ife CliTotai bady clearance

Flarfenicol was detectable in the serum of most animals
through 60 hours after intramuscular administration with
amean conéentration of 0.19 yg/mL. The protein binding
of florfenicol was 12.7%, 13.2%, and 18.3% at serum con-
centrations of 8.5, 3.0, and 16.0 yg/mL, respectively.

MICROBIOLOGY: Fiorfenicol is a synthetic, broad-spec- -

_trum antibiotic active against many gram-negative and
gram-positive bacteria isolated from domestic animals.
It is primarily bacteriostatic and acts by binding o the
50S ribosomal subunitand inhibiting bacterial proteinsyn-
thesis. In vitro and in vivo activity has been demonstrat-
ed against commonly isolated bacterial pathogens
involved in bovine respiratory disease {BRD] including
Pasteurella haemolytica, Pasteurelfa multocida, and
Haemophilus somnus, as well as against commonly iso-
iated bacterial pathogens involved in bovine interdigital
phlegmon including Fusobacterium necrophorum and
Bacteroides melaninegenicus. |

The minimum inhibifory concentrations (MICs) of flor-
fenicol for BRD organisms were determined using iso-
lates obtained from natural infections from 19380 to 1993.
The MICs for interdigital phlegmon organisms were
determined using isolates obtained from natural infec-
tions from 1973 to 1997 {Table 2).

‘MTD

TABLE 2. MIC Values* of Florfenicol Against Bacterial
Isolates From Natural Infection of Cattle

Isnlate MIC ggan MIC ggen
Organism Numbers {ug/ml) {pg/ml)
Pastauraila haemoalytica *338 0.50 1.00
Pasteursfls multocida 350 0.50 050
Hasmophilus somnus 66 0.25 050
Fusobacterium necrophorum 33 0.25 0.25
Bacteroides melaninogenicus 20 0.25 025
ion between the in vit hility deta {MIC values) and clinical

*The
response has not been detarminad.
*The minimum inhibitory concentration for 50% and 90% of the isolates.

INDICATIONS NUFLOR Injectable Solution is indicated |

for treatment of bovine respiratory disease (BRD) asso- |

ciated with Pasteurella haemalytica, Pasteurella multo-
cida, and Haemophilus somnus, and for the treatment of *
bovine interdigital phlegmen {footrot, acute interdigital
necrobac&!loms infectious pododermatms) associated .

with Fusobacterium necrophorum and Bacteroides
melaninogenjcus. Also, it is indicated far the control of :

f
|
|
!
i

respiratory disease in cattle at high tisk of developmg |

BRD ‘associated with Pasteuralia haemolytica, Pas- |
teurella multocida, and Haemophilus somnus.

RESIDUE WARNINGS: Animalsintendedforhuman
consumption must not be slaughtered within 28
days ofthe lastintramuscular treatment. Animals
intended for human consumption must not be
slaughtered within 38 days of subcutaneoustreat-
ment. Do not use in female dairy cattle 20 months
of age or older. Use of flarfenicol in this class of
-cattle may cause milkresidues. Awithdrawaiperi-
odhasnotheen established in preruminating calves.
Do notuse in calves to be processed for veal.

WARNINGS: NOT FOR HUMAN USE. KEEP OUT OF
REACH OF CHILDREN, This product contains materials
that can be irritating to skin and eyes. Avoid direct con-
fact with skin, eyes, and clothing. In case of accidental
eye exposure, flush with water for 15 minutes. In case of
accidental skin exposure, wash with soap and water.
Remave contaminated clothing. Consult a physician if
irritation persists. Accidental injection of this product
may cause local irritation. Consult a physician immedi-
ately. The Material Safety Data Sheet (MSDS) contains
more detailed occupational safety information. -

000017

For customer service, adverse effects reporting, and/or :

a copy of the MSDS, call 1-800-21 1-3573




CAUTION: Notforuseincattle ofbreedingage. Theeffects
of florfenicol on bovine reproductive performance, preg-
nancy, and lactation have not been determined. intra-
muscularinjectionmayresultinlocaltissue reactionwhich
persists beyond 28 days. This may result in trim loss of
edibletissue atslaughter. Tissue reaction atinjection sites
other than the neck s likely to be more severe.

ADVERSE EFFECTS: Inappetence, decreased water
consumption, or diarrhea may occur transiently follow-
-ing treatment.

TOXICOLOGY: A 10X safety study was condycted infeed-
ercalves. Twointramuscularinjections of 200mg/kgwere
administered at a 48-hour interval. The calves were
monitored for 14 days after the second dose. Marked
anorexia, decreased water consumption, decreased
bodyweight, andincreased serumenzymeswere observed
following dose administration, These effects resolved by
the end of the study. :

A 1X, 3X, and 5X (20, 60,-and 100 mg/kg) safety study was
conducted in feeder calves for 3X the duration of treat-
ment (6 injections at 48-hour intervals). Slight decrease in
feed and water consumption was observed inthe TXdose
group. Decreasedfeed andwater consumption, badyweight,
urine pH, and increased serum enzymes, were observed
in the 3X and 5X dose groups. Depression, soft stool con-
sistency, and dehydration were also observed in some |
animals {most frequently at the 3X and 5X dose levels), -
primarily near the end of dosing. 1

A 43-day controlled study was conducted in healthy’
cattle to evaluate effects of NUFLOR Injectable Solution,
administered at the recommended dose on feed’
consumption. Although a transient decrease in feed.
consumption was observed, NUFLOR Injectable Salu-’
tion administration had no long-term effect on body .
weight, rate of gain, or feed consumption. '

DOSAGEAND ADMINISTRATION: Fortreatmentofhavine
respiratory -disease (BRD) and bovine interdigital
phlegmen (fdat rat): NUFLOR Injectable Solution should
be administered by intramuscular injection to cattle at a
dose rate of 20 mg/kg body weight {3 mL/100 lbs). A
sadond dose should be administered 48 hours later
Alternatively, NUFLOR Injectable Sclution can be
administered by a single subcutaneous injection to
cattle at a dose rate of 40.mg/kg body weight (6 mL/100
Ibs). Do not administer more than 10 mL at each site. The
injection should be given only in the neck. i

NOTE: Jntramuscular injection may result in local tissue
reaction which persists beyond 28 days. This may result
in trim loss of edible tissue at slaughter. Tissué eaciion
atinjection sites other than the neck is likely'to be-more
severe. o . ; s
For control of respivatory disease in cattle at high-risk
of developing BRD: Nuifior Injectable Solution should be
administered by a single subcutaneous -injection to”
cattle at a dose rate of 40 mg/kg body weight (6 /100
Ibs). Do not administer more than 10 ml. at each site. The
* injection should be given only in the neck. :

. . .0o
NUFLDR DOSAGE GUIDE ] Recommended
Injection
IM NUFLOR SC NUFLOR "
ANIMAL BoSEEe . | EONALD Logation ;..
WEIGHT 3.0 ml/100 1 80mi/1000
{lbs} Body Weight{mL) jRody Waight {mL).
100 30 X
] 60 -~ 120
300 i g0 " 180
400 12.0 260
" 500 - 15.0 300° "
500 18,0 30
700 71.0 420 e
300 2.0 480 o not infect
500 70 540 ki
1000 304 60.0 injection site |

Clinical improvement should be evident in most treat-
ed subjects within 24 hours of initiation of treatment.
if a positive response is not noted within 72 hours
of initiagtion of treatment, the diagnosis should be re-
pvaluated. :

STORAGE CONDITIONS: Store hetween 2°-30°C {36°-_
86°F). Refrigerationisnotrequired. The solutionis light
yellow to straw tolored. Color does not affect
potency. : ,

HOW SUPPLIED: NUFLOR Injectable Solution is pack-

-agedifi 100 mL (NDC 0061-1116-04), 250 mL (NDC 0061-

1116-05), and 500 mL. (NDC 0061-1116-06) glass sterile
multiple-dose vials. ’ )

REFERENGE: 1. Lobell RD, Varma KJ, et al. Pharma-
cokinetics of florfenical following intravenous and intra-
musculardosesto cattle.J Vet Pharmacol Therap.1994;
17:253-258. - _ : :

. Jajmary 1999
Schering-Plaugh Animal Health Carporation, Union, NJ 07083,

- Copyright © 1998, 1938, 1999, Schering-Plough Animal Health

Corp. All fights reserved. )
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Subcutanecus Use in Caitle Only.

‘ ‘ Caution: Federal law restricts this
drug to use by or on the order of a
‘ ‘ ‘ HHH hcensgd veterinarian.
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. Seq Product Information sheet for samylete
5 :tm*fnd warnings before ysing.
CeeonlPTION: Each milliter gontaing 300 my of florfenicol, 250
£ pgpin 2-pyerolidone, 150mg prapylene glycal, and polyethy-

1 ad)

>

of hoving respiratory dissase {BRD) and bovine
for itment monifactotkNUFLOR injectable Solution should

33
b
%nd intramuscular injaction to cattia at a dose rats

amghy bo:}:waight {3 mL#100 Ibs}, A second dose should he

: mnimmd hours later, Alternatively, NUFLOR Injectabie

can b alministered by a single subcutaneous injection

et ata dosa rate of 40 mﬁ/kn body weight (B mL/100 ibs). Do

tadninistermore than 10 mL at each site. The injection should
"given only in the neck.

Bey cotral of respiratory disesss in cattle at high-sisk of

% devsoping BAD: NuflorInfectzhle Solution should be administered

% bya singla subcutaneous injection ta cattle at a dosa rato of 40

Yodyweight (8 mi/106 Ibs). Da not administer more than 10

ot each site. The injection should e given only intha naek,

< ESIDUE WARNINGS: Animiale intended for human
squumption mustnothe ﬂaugi:{arad within28 days of ths
nst Intramuseular traatment, Animals intendad for humsa
sersymption must not be stangiriored within 39 days of
subertansous traatment. Do not tsa in female dairy caitls 4
Hmonths of age or ofder, Use of forfenicol in this class of
cattiv may cause milk residues. A withdrawal periad ks
7ok bean established in prermnivating calves, Do not s

* Incalvesto o processed for veal.

IMTION: Not for use In cattle of braeding age, The sffacts of

arnieal on hovine reproductive aoerformance, pregnancy, and

kctafon hava not been determined. Intramuscular injection may

Weiktinlocal issue reaction which nersists beyond 28 days. This

regultin im loss of adible tissus at slaughter. Tissue reac-

Yntinjectionsitesotherthanthe nackis ikelyto be more savere,
AGE CONDITIONS: Store betwean 2°-30°C (36°-86°7).

19653143 Rev. 1/89

Livow |
¢

s,

!..,

Prne—

[y}




Nada Abstracts Print Versie™ ™ Page 1 of 2

FDA Approved Animal Drug Products

Online Database System

Drug Product Abstract

141-063
(Rx)

You had one result returned from your search of 141-063. To view this page in the 'browser' view, click herg

Please note that the US Code of Federal Regulations (21 CFR version April 1, 2003) is the official source of regulatory
information concerning approved animal drug products.

Tradename(s) Nuflor® Injectable Solution

Sponsor Schering-Plough Animal Health Corp.

Ingredient(s) Florfenicol

Species Cattle, beef, excluding veal calves; Cattle, dairy, females under 20 months of age
Route(s) Intramuscular; Subcutaneous

DoseForm(s) Liquid (solution)

Withdrawal Cattle: 28 days before slaughter if given IM; 38 days if given SQ. A withdrawal
Time(s) time for pre-ruminating veal calves has not been established.

CFR Indications
522.955 Florfenicol solution.

Specifications:
Each milliliter of sterile solution contains 300 milligrams of florfenicol.

Conditions of use:
Cattle

Amount:
20 mg per kilogram of body weight as an intramuscular injection. A second dose should be administered
48 hours later.

Indications:

For treatment of bovine respiratory disease (BRD) associated with Mannheimia (Pasteurella)
haemolytica, Pasteurella multocida, and Haemophilus somnus. For treatment of bovine interdigital
phlegmon (foot rot, acute interdigital necrobacillosis, infectious pododermatitis) associated with
Fusobacterium necrophorum and Bacteroides melaninogenicus.

Limitations:

Do not slaughter within 28 days of last intramuscular treatment or within 38 days of subcutaneous
treatment. Do not use in female dairy cattle 20 months of age or older. Use may cause milk residues. A
withdrawal period has not been established in preruminating calves. Do not use in calves to be processed
for veal. Federal law restricts this drug to use by or on the order of a licensed veterinarian.

http://dil.vetmed.vt.edu/NadaSecond/NadaPrint.cfm?OneNada=141-063&PassSearch=141... 5/13/2004
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Amount:
40 milligrams per killogram body weight as a single subcutaneous injection.

Indications:

For control of respiratory disease in cattle at high risk of developing BRD associated with M.
(Pasteurella) haemolytica, P. multocida, and H. somnus. For treatment of bovine interdigital phlegmon
(foot rot, acute interdigital necrobacillosis, infectious pododermatitis) associated with Fusobacterium
necrophorum and Bacteroides melaninogenicus.

Limitations:

Do not slaughter within 28 days of last intramuscular treatment or within 38 days of subcutaneous
treatment. Do not use in female dairy cattle 20 months of age or older. Use may cause milk residues. A
withdrawal period has not been established in preruminating calves. Do not use in calves to be processed
for veal. Federal law restricts this drug to use by or on the order of a licensed

veterinarian.

To sec the complete April 1, 2003 version of the Code of Federal Regulations go to http://www.gpo.gov/nara/cfr/index.html.
Our downloaded copy of 21 CER Part 522.955 is bere.

Tolerances for Florfenicol

Cattle

a.Liver (the target tissue). The tolerance for florfenicol amine (the marker residue) is 3.7 parts per
million (ppm).

b. Muscle. The tolerance for florfenicol amine (the marker residue) is 0.3 ppm.

Swine
a. Liver (the target tissue). The tolerance for parent florfenicol (the marker residue) is 2.5 ppm.
b. Muscle. The tolerance for parent florfenicol (the marker residue) is 0.2 ppm.

Acceptable Daily Intake for Florfenicol

The acceptable daily intake for total residues of florfenicol is 10 micrograms per kilogram of body
weight per day.
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